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Figure 1 : Lineup of RGM and Protein Sequences: 



humanRGM 

mouse RGM 

chickenRGM 

XenopusRGM 

HumanRGMR 

mouseRGMR 



— MGRGAG — 
— MGRGAG— 
—MGRGAG— 
MGMGRGAG — 



-RSALGFWP- 
-RSALGLWP- 
-STALGLFQ- 
-PKALGFFK- 



-TLAFLLCSFPAATS- 
-TLAFLLCSFPAAIS- 
-ILPVFLCIFPPVTS- 
-ILTVFLCTFHTVSS- 



-PCK 
-PCK 
-PCK 
-SCK 



— MGLRAAPSSAAAAA-AEVEQRRRPGLCP — PPLELLLLLLFSLGLLHAGDCQQPAQCR 
— MGVRAAPYCAAGPAGAGAEQSRRPRLWPPTPPPPLLLLLLLSLGLLHAGDCQQPTQCR 



humanRGM ILKCNSEFWSATS-GSHAPASDDTPEFCAALRSYALCTRRTARTCRGDLAYHSAVHGIED 

mouseRGM ILKCNSEFWSATSSGSHAPASDDVPEFCAALRTYALCTRRTARTCRGDLAYHSAVHGIED 

ChickenRGM ILKCNSEFWAATS-GSHHLGAEETPEFCTALRAYAHCTRRTARTCRGDLAYHSAVHGIDD 

XenopusRGM I LKCTA DY LQAT S N PHH HTG AE DT VE I CT ALRT Y AHC SRRT ARTC RG DL A YH S T VH G I D D 

HumanRGMR IQKCTTDFVSLTSHLNSAVDGFDS-EFCKALRAYAGCTQRTSKACRGNLVYHSAVLGISD 

mouseRGMR IQKCTTDFVALTAHLNSAADGFDS-EFCKALRAYAGCTQRTSKACRGNLVYHSAVLGISD 



* . * ***.*★ *..**. 



.***.* *** . * ** ★ 



humanRGM LMSQHNCSKDGPTSQPRLRTLPPAGDSQERSDSPEICHYEKSFHKHSATPNYTHCGLFGD 

mouseRGM LMSQHNCSKDGPTSQPRVRTLPPAGDSQERSDSPEICHYEKSFHKHSAAPNYTHCGLFGD 

ChickenRGM LMVQHNCSKDGPTSQPRLRTLPP-GDSQERSDSPEICHYEKSFHKHSAAPNYTHCGLFGD 

XenopusRGM LMSHHNCSKDGPTSQPRVRILPP-GDSQERSDSPEICHYEKSFHRPSALPNYTHCGLFGD 

HumanRGMR LMSQRNCSKDGPTSSTNPEVTHDPCNYHSHAGAREHRRGDQ NPPSYLFCGLFGD 

mouseRGMR IiMSQRNCSKDGPTSSTNPEVTHDPCNYHSHGGVREHGGGDQ RPPNYLFCGLFGD 



. . ****** * * * 



****** 



humanRGM PHLRTFTDRFQTCKVQGAWPLIDNNYLNVQATNTPVLPGSAATATSKLTIIFKNFQECVD 

mouseRGM PHLRTFTDHFQTCKVQGAWPLIDNNYLNVQVTNTPVLPGSAATATSKLTIIFKNFQECVD 

ChickenRGM PH LRT FT DT FQTC K VQG AWPL I DNN YLNVQVTNT P VLPG S S AT ATS KLT 1 1 FKS FQEC VE 

XenopusRGM PHLRTFSDTFQTCKIQGAWPLIDNNYLNVQVTNTPVLPGSTATATSKLTIIFKNFQECVD 

HumanRGMR PHLRTFKDNFQTCKVEGAWPLIDNNYLSVQVTNVPWPGSSATATNKITIIFKAHHECTD 

mouseRGMR PHLRTFKDHFQTCKVEGAWPLIDNNYLSVQVTNVPVVPGSSATATNKVTIIFKAQHECTD 



****** * ***** . 



.************* ** **.***.**** *.***** 
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QK V YQ AE MDE L P AAFVDGSKN GG DKHG AN S LK I TE KVS GQH VE I Q AK Y I GT T I WRQ VGR 
QKVYQAEM DE L PSAFADGSKNGGDKHGANS LK I TEKVSGQH VE I Q AK Y I GTT I WRQ VGR 
QKVYQAEMDELPAAFADGSKNGGDKHGANSLKITEKVSGQHIEIQAKYIGTTIWRQVGR 
QKVYQAEMDELPAAFIDGSKNGGDKSGANSLRIIEKVSGQHIEIQAKYIGTTIWRQVGH 
QKVYQAVTDDLPAAFVDGTTSGGD-SDAKSLRIVERESGHYVEMHARYIGTTVFVRQVGR 
QKVYQAVTDDLP AAFVDGTTSGGD-GDVKSLHI VEKESGRY VEMHARY I GTTVFVRQLGR 

****** *.★*.** **. #> **r* *. **...*..*.*****.***.*. 

YLTFAVRMPEEWNAVEDWDSQGLYLCLRGCPLNQQIDFQAFH-TNAEGTGARRLAAASP 
YLTFAVRMPEEVVNAVEDRDSQGLYLCLRGCPLNQQIDFQAFR-ANAE — SPRRPAAASP 
YLTFAVRMPEEVVNAVEDRDSQGLYLCLRGCPLNQQIDFQTFRLAQAAEGRARRKGPSLP 
YLTFAVRMPEENAWAVEDKDNQGLYLCLHGCPQNQQIDFRNFH— LQAPETGLKRLTSASS 
YLTLAIRMPEDLAMSYEE — SQDLQLCVNGCPLSERIDDGQGQVSAILGHSLPRTSLVQA 
YLTLAIRMPEDLAMSYEE— SQDLQLCVNGCPMSECIDDGQGQVSAILGHSLPHTTSVQA 

***•*.*★**. . . *. .*.* **;,★** ** ; ; 

APTAPETFPYETAVAKCKEKLPVEDLYYQACVFDLLTTGDVNFTLAAYYALEDVKMLHSN 
SPWPETFPYETAVAKCKEKLPVEDLYYQACVFDLLTTGDVNFTLAAYYALEDGKMLHSN 
AP — PEAFTYESATAKCREKLPVEDLYFQSCVFDLLTTGDVNFMLAAYYAFEDVKMLHSN 

AA SFTPQTAEAKCKEKLPVKDLYFQSCVFDLLTTGDVNFTLAAYYAFEDVKLLHSN 

WP GYTLETANTQCHEKMPVKDIYFQSCVFDLLTTGDANFTAAAHSALEDVEALHPR 

WP GYTLETASTQCHEKMPVKDIYFQSCVFDLLTTGDANFTAAAHSALEDVEALHPR 

: ..* ..*.**.**.*.*.*.************ **. *.** . 

KDKLHLYERTRDLPGRAAAG LPLAPRPLLGALVPLLALLPVFC 

KDKLHLFERTRELPGAVAAAAAATTFPLAPQILLG-TIPLLVLLPVLW 

KDKLHLYERTRALAPGNAAP S E H PWAL P ALWV ALL S L SQCWLG LL 

KNKVHLFERP 

KERWHIFPSSGNGTP RGGSDLSVSLGLTCLILIVFL 

KERWHIFPSSCG GCRDLPVGLGLTCLILIMFL 

* • ■ * • • 



FIG. 15B 



SUBSTITUTE SHEET (RULE 26) 



WO 2004/005457 



24/37 



10/520712 

PCT/EP2003/007399 




FIG. 16 



SUBSTITUTE SHEET (RULE 26) 



WO 2004/005457 



25/37 



10/520712 

PCT/EP2003/007399 



ATGGACAAGTTTTGGTGGCACGCAGCCTGGGGACTCTGCCTCGTGCCGCTGAGCCTGGCGCAGATCGATTTGAATATAACCTGCCG 

CTTTGCAGGTGTATTCCACGTGGAGAAAAATGGTCGCTACAGCATCTCTCGGACGGAGGCCGCTGACCTCTGCAAGGCTTTCAATA 

GCACCTTGCCCACAATGGCCCAGATGGAGAAAGCTCTGAGCATCGGATTTGAGACCTGCAGGTATGGGTTCATAGAAGGGCACGTG 

GTGATTCCCCGGATCCACCCCAACTCCATCTGTGCAGCAAACAACACAGGGGTGTACATCCTCACATCCAACACCTCCCAGTATGA 

CACATATTGCTTCAATGCTTCAGCTCCACCTGAAGAAGATTGTACATCAGTCACAGACCTGCCCAATGCCTTTGATGGACCAATTA 

CCATAACTATTGTTAACCGTGATGGCACCCGCTATGTCCAGAAAGGAGAATACAGAACGAATCCTGAAGACATCTACCCCAGCAAC 

CCTACTGATGATGACGTGAGCAGCGGCTCCTCCAGTGAAAGGAGCAGCACTTCAGGAGGTTACATCTTTTACACCTTTTCTACTGT 

AC AC C C C AT C CC AG ACG AAG AC AGTC CCTGGATC ACCG AC AGC AC AG AC AG A ATCCCT GCT AC C AC T TTG ATG AGC ACT AGTGCT A 

CAGCAACTGAGACAGCAACCAAGAGGCAAGAAACCTGGGATTGGTTTTCATGGTTGTTTCTACCATCAGAGTCAAAGAATCATCTT 

CACACAACAACACAAATGGCTGGTACGTCTTCAAATACCATCTCAGCAGGCTGGGAGCCAAATGAAGAAAATGAAGATGAAAGAGA 

CAGACACCTCAGTTTTTCTGGATCAGGCATTGATGATGATGAAGATTTTATCTCCAGCACCATTTCAACCACACCACGGGCTTTTG 

ACCACACAAAACAGAACCAGGACTGGACCCAGTGGAACCCAAGCCATTCAAATCCGGAAGTGCTACTTCAGACAACCACAAGGATG 

ACTGATGTAGACAGAAATGGCACCACTGCTTATGAAGGAAACTGGAACCCAGAAGCACACCCTCCCCTCATTCACCATGAGCATCA 

TGAGGAAGAAGAGACCCCACATTCTACAAGCACAATCCAGGCAACTCCTAGTAGTACAACGGAAGAAACAGCTACCCAGAAGGAAC 

AGTGGTTTGGCAACAGATGGCATGAGGGATATCGCCAAACACCCAGAGAAGACTCCCATTCGACAACAGGGACAGCTGCAGCCTCA 

GCTCATACCAGCCATCCAATGCAAGGAAGGACAACACCAAGCCCAGAGGACAGTTCCTGGACTGATTTCTTCAACCCAATCTCACA 

CCCC ATGGG ACG AGGTC AT C AAGC AGGAAG AAGGATGGAT ATGG ACTCC AGT C ATAGT AT AACG C T T C AGCCT ACTGC AAATC C AA 

ACACAGGTTTGGTGGAAGATTTGGACAGGACAGGACCTCTTTCAATGACAACGCAGCAGAGTAATTCTCAGAGCTTCTCTACATCA 

CATGAAGGCTTGGAAGAAGATAAAGACCATCCAACAACTTCTACTCTGACATCAAGCAATAGGAATGATGTCACAGGTGGAAGAAG 

AGACCCAAATCATTCTGAAGGCTCAACTACTTTACTGGAAGGTTATACCTCTCATTACCCACACACGAAGG7^AGCAGGACCTTCA 

TCCCAGTGACCTCAGCTAAGACTGGGTCCTTTGGAGTTACTGCAGTTACTGTTGGAGATTCCAACTCTAATGTCAATCGTTCCTTA 

TC AGG AG ACC AAG AC AC AT T CC ACCCC AGTG GGGGGTCCC AT ACC AC T C ATGGATC TG AATC AG ATGG AC AC TC AC ATGGG AGT C A 

AGAAGGTGGAGCAAACACAACCTCTGGTCCTATAAGGACACCCCAAATTCCAGAATGGCTGATCATCTTGGCATCCCTCTTGGCCT 

TGGCTTTGATTCTTGCAGTTTGCATTGCAGTCAACAGTCGAAGAAGGTGTGGGCAGAAGAAAAAGCTAGTGATCAACAGTGGCAAT 

GGAGCTGTGGAGGACAGAAAGCCAAGTGGACTCAACGGAGAGGCCAGCAAGTCTCAGGAAATGGTGCATTTGGTGAACAAGGAGTC 

GTCAGAAACTCCAGACCAGTTTATGACAGCTGATGAGACAAGGAACCTGCAGAATGTGGACATGAAGATTGGGGTGTAACACCTAC 

ACCATTATCTTGGAAAGAAACAACCGTTGGAAACATAACCATTACAGGGAGCTGGGACACTTAACAGATGCAATGTGCTACTGATT 

GTTTCATTGCGAATCTTTTTTAGCATAAAATTTTCTACTCTTTTTGTTTTTTGTGTTTTGTTCTTTAAAGTCAGGTCCAATTTGTA 

AAAACAGCATTGCTTTCTGAAATTAGGGCCCAATTAATAATCAGCAAGAATTTGATCGTTCCAGTTCCCACTTGGAGGCCTTTCAT 

CCCTCGGGTGTGCTATGGATGGCTTCTAACAAAAACTACACATATGTATTCCTGATCGCCAACCTTTCCCCCACCAGCTAAGGACA 

TTTCCCAGGGTTAATAGGGCCTGGTCCCTGGGAGGAAATTTGAATGGGTCCATTTTGCCCTTCCATAGCCTAATCCCTGGGCATTG 

CTTTCCACTGAGGTTGGGGGTTGGGGTGTACTAGTTACACATCTTCAACAGACCCCCTCTAGAAATTTTTCAGATGCTTCTGGGAG 

ACACCCAAAGGGTGAAGCTATTTATCTGTAGTAAACTATTTATCTGTGTTTTTGAAATATTAAACCCTGGATCAGTCCTTTGATCA 

GTATAATTTTTTAAAGTTACTTTGTCAGAGGCACAAAAGGGTTTAAACTGATTCATAATAAATATCTGTACTTCTTCGATCTTCAC 

CTTTTGTGCTGTGATTCTTCAGTTTCTAAACCAGCACTGTCTGGGTCCCTACAATGTATCAGGAAGAGCTGAGAATGGTAAGGAGA 

CTCTTCTAAGTCTTCATCTCAGAGACCCTGAGTTCCCACTCAGACCCACTCAGCCAAATCTCATGGAAGACCAAGGAGGGCAGCAC 

TGTTTTTGTTTTTTGTTTTTTGTTTTTTTTTTTTGACACTGTCCAAAGGTTTTCCATCCTGTCCTGGAATCAGAGTTGGAAGCTGA 

GGAGCTTCAGCCTCTTTTATGGTTTAATGGCCACCTGTTCTCTCCTGTGAAAGGCTTTGCAAAGTCACATTAAGTTTGCATGACCT 

GTTATCCCTGGGGCCCTATTTCATAGAGGCTGGCCCTATTAGTGATTTCCAAAAACAATATGGAAGTGCCTTTTGATGTCTTACAA 

TAAGAGAAGAAGCCAATGGAAATGAAAGAGATTGGCAAAGGGGAAGGATGATGCCATGTAGATCCTGTTTGACATTTTTATGGCTG 

T ATTTGT AAAC TTAAAC AC ACC AGTGTCTGT TCTTGATGC AGTTGC T ATTT AG G ATG AGTT AAGTGCCTGG GG AGTCCC TC AAAGG 

TTAAAGGGATTCCCATCATTGGAATCTTATCACCAGATAGGCAAGTTTATGACCAAACAAGAGAGTACTGGCTTTATCCTCTAACC 

TCATATTTTCTCCCACTTGGCAAGTCCTTTGTGGCATTTATTCATCAGTCAGGGTGTCCGATTGGTCCTAGAACTTCCAAAGGCTG 

CTTGTCATAGAAGCCATTGCATCTATAAAGCAACGGCTCCTGTTAAATGGTATCTCCTTTCTGAGGCTCCTACTAAAAGTCATTTG 

TT ACCT AAAC TT ATGTGC T T AAC AGGC AATGCT TCTC AG ACC AC AAAGC AG AAAG AAG AAG AAAAGCTC C TG ACT AAATC AGGGC T 

GGGCTTAGACAGAGTTGATCTGTAGAATATCTTTAAAGGAGAGATGTCAACTTTCTGCACTATTCCCAGCCTCTGCTCCTCCCTGT 

CTACCCTCTCCCCTCCCTCTCTCCCTCCACTTCACCCCACAATCTTGAAAAACTTCCTTTCTCTTCTGTGAACATCATTGGCCAGA 

TCCATTTTCAGTGGTCTGGATTTCTTTTTATTTTCTTTTCAACTTGAAAGAAACTGGACATTAGGCCACTATGTGTTGTTACTGCC 

ACTAGTGTTCAAGTGCCTCTTGTTTTCCCAGAGATTTCCTGGGTCTGCCAGAGGCCCAGACAGGCTCACTCAAGCTCTTTAACTGA 

AAAGC AACAAGCCACTCCAGGACAAGGTTCAAAATGGTTACAACAGCCTCTACCTGTCGCCCCAGGGAGAAAGGGGTAGTGATACA 

AGTCTCATAGCCAGAGATGGTTTTCCACTCCTTCTAGATATTCCCAAAAAGAGGCTGAGACAGGAGGTTATTTTCAATTTTATTTT 

GGAATTAAATACTTTTTTCCCTTTATTACTGTTGTAGTCCCTCACTTGGATATACCTCTGTTTTCACGATAGAAATAAGGGAGGTC 

T AG AGCTTCT ATTCC TTGGCC ATT GTC AACGG AG AGCTGGC C AAGTCTTC AC AAACCC TTGC AAC AT TGC CTGAAGTTT ATGG AAT 

AAGATGTATTCTCACTCCCTTGATCTCAAGGGCGTAACTCTGGAAGCACAGCTTGACTACACGTCATTTTTACCAATGATTTTCAG 

GTGACCTGGGCTAAGTCATTTAAACTGGGTCTTTATAAAAGTAAAAGGCCAACATTTAATTATTTTGCAAAGCAACCTAAGAGCTA 

AAGATGTAATTTTTCTTGCAATTGTAAATCTTTTGTGTCTCCTGAAGACTTCCCTTAAAATTAGCTCTGAGTGAAAAATCA 

GACAAAAGACATCTTCGAATCCATATTTCAAGCCTGGTAGAATTGGCTTTTCTAGCAGAACCTTTCCAAAAGTTTTATATTGAGAT 

TCATAACAACACCAAGAATTGATTTTGTAGCCAACATTCATTCAATACTGTTATATCAGAGGAGTAGGAGAGAGGAAACATTTGAC 

TTATCTGGAAAAGCAAAATGTACTTAAGAATAAGAATAACATGGTCCATTCACCTTTATGTTATAGATATGTCTTTGTGTAAATCA 

TTTGTTTTGAGTTTTCAAAGAATAGCCCATTGTTCATTCTTGTGCT 

CACACCCTTCCTCTGGTTTTTGTATATTTATTGATGGATCAATAATAATGAGGAAAGCAT^ 
ACTTATTGGAAAATATTAAAAGGCTAACATTAAAAGACTAAAGGAAACAGACTCAGA 
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MDKPWWHAAWGLCLVPLSLAQIDLNITCRPAGWH^ 
YGFIEGHVVIPRIHPNSICAANHTGWILTC^ 

YRTNPEDIYPSNPTDDDVSSGSSSERSSTSGGYIFYTFSTVHPIPDEDSPWITDSTDRIPATTLMSTSATATETATKRQETW 
DWFSWLFLPSESKNHLHTTTQMAGTSSN^ 

DWTQWNPSHSNPEVLLQTTTRMTDVDRNGTTAYEGNWNPEAHPPLfflHEHHEEEETPHSTSTIQAT^ 

QWFGNRWHEGYRQTPREDSHSTTGTAAASAHTSHPMQGRTTPSPEDSSWTDFFNPISHPMGRGHQAGRRMDMDSSHSI 

TLQPTANPNTGLVEDLDRTGPI^MTTQQSNSQSFSTSHEGLEEDKDHPTTSTLTSSNRNDVTGGRRDPNHSEGSTTLLEG 

YTSHYTHTKESRTFIPWSAKTGSFGVTAVTVGDSNSNW 

SGPIRTPQIPEWUIU^LIALALIIAV^^ 

TPDQFMTADETRNLQNVDMKIGV* 



(SEQ ID No. 2) 

FIG. 17B 
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ATGGACAAGTTTTGGTGGCACGCAGCCTGGGGACTCTGCCTCGTGCCGCTGAGCCTGGCGCAGATCGATTTGAATATAACCTGCCG 
CTTTGCAGGTGTATTCCACGTGGAGAAAAATGGTCGCTACAGCATCTCTCGGACGGAGGCCGCTGACCTCTGCAAGGCTTTCAATA 
GCACCTTGCCCACAATGGCCCAGATGGAGAAAGCTCTGAGCATCGGATTTGAGACCTGCAGGTATGGGTTCATAGAAGGGCATGTG 
GTGATTCCCCGGATCCACCCCAACTCCATCTGTGCAGCAAACAACACAGGGGTGTACATCCTCACATACAACACCTCCCAGTATGA 
CACATATTGCTTCAATGCTTCAGCTCCACCTGAAGAAGATTGTACATCAGTCACAGACCTGCCCAATGCCTTTGATGGACCAATTA 
CCATAACTATTGTTAACCGTGATGGCACCCGCTATGTCCAGAAAGGAGAATACAGAACGAATCCTGAAGACATCTACCCCAGCAAC 
CCTACTGATGATGACGTGAGCAGCGGCTCCTCCAGTGAAAGGAGCAGCACTTCAGGAGGTTACATCTTTTACACCTTTTCTACTGT 
ACACCCCATCCCAGACGAAGACAGTCCCTGGATCACCGACAGCACAGACAGAATCCCTCGTACCAATATGGACTCCAGTCATAGTA 
CAACGCTTCAGCCTACTGCAAATCCAAACACAGGTTTGGTGGAAGATTTGGACAGGACAGGACCTCTTTCAATGACAACGCAGCAG 
AGTAATTCTCAGAGCTTCTCTACATCACATGAAGGCTTGGAAGAAGATAAAGACCATCCAACAACTTCTACTCTGACATCAAGCAA 
TAGGAATGATGTCACAGGTGGAAGAAGAGACCCAAATCATTCTGAAGGCTCAACTCATTTACTGGAAGGTTATACCTCTCATTACC 
CACACACGAAGGAAAGCAGGACCTTCATCCCAGTGACCTCAGCTAAGACTGGGTCCTTTGGAGTTACTGCAGTTACTGTTGGAGAT 
TCCAACTCTAATGTCAATCGTTCCTTATCAGGAGACCAAGACACATTCCACCCCAGTGGGGGGTCCCATACCACTCATGGATCTGA 
ATCAGATGGACACTCACATGGGAGTCAAGAAGGTGGAGCAAACACAACCTCTGGTCCTATAAGGACACCCCAAATTCCAGAATGGC 
TGATCATCTTGGCATCCCTCTTGGCCTTGGCTTTGATTCTTGCAGTTTGCATTGCAGTCAACAGTCGAAGAAGGTGTGGGCAGAAG 
AAAAAGCTAGTGATCAACAGTGGCAATGGAGCTGTGGAGGACAGAAAGCCAAGTGGACTCAACGGAGAGGCCAGCAAGTCTCAGGA 
AATGGTGCATTTGGTGAACAAGGAGTCGTCAGAAACTCCAGACCAGTTTATGACAGCTGATGAGACAAGGAACCTGCAGAATGTGG 
ACATGAAGATTGGGGTGTAA 



MDKFWWHAAWGLCLVPLSLAQIDLNITCRFAGVFHVEKNGRYSISRTEAADLCKAFNSTLPTMAQMEKALSIGFETCRYGFIEGHV 
VIPRIHPNSICAANNTGVYILTYNTSQYDTYCFNASAPPEEDCTSVTDLPNAFDGPITITIVNRDGTRYVQKGEYRTNPEDIYPSN 
PTDDDVSSGSSSERSSTSGGYIFYTFSTVHPIPDEDSPWITDSTDRIPRTNMDSSHSTTLQPTANPNTGLVEDLDRTGPLSMTTQQ 
SNSQSFSTSHEGLEEDKDHPTTSTLTSSNRNDVTGGRRDPNHSEGSTHLLEGYTSHYPHTKESRTFIPVTSAKTGSFGVTAVTVGD 
SNSNVNRSLSGDQDTFHPSGGSHTTHGSESDGHSHGSQEGGANTTSGPIRTPQIPEWLIILASLLALALILAVCIAVNSRRRCGQK 
KKLVINSGNGAVEDRKPSGLNGEASKSQEMVHLVNKESSETPDQFMTADETRNLQNVDMKIGV 




FIG. 18B 



SUBSTITUTE SHEET (RULE 26) 



WO 2004/005457 



28/37 



10/520712 

PCT/EP2003/007399 



CTTTGATGAGCACTAGTGCTACAGCAACTGAGACAGCAACCAAGAGGCAAGAAGCCTGGGATTGGTTTTCATGGTTGTTTCTACCA 
TC AG AGTC AAAG AAT C AT CTTC AC AC AAC AAC AC AAATGGCTG 



FIG. 19A 



GTACGTCTTCAAATACCATCTCAGCAGGCTGGGAGCCAAATGAAGAAAATGAAGATGAAAGAGACAGACACCTCAGTTTTTCTGGA 
TCAGGCATTGATGATGATGAAGATTTTATCTCCAGCACCA 

FIG. 19B 



TTTCAACCACACCACGGGCCTTTGACCACACAAAACAGAACCAGGACTGGACCCAGTGGAACCCAAGCCATTCAAATCCGGAAGTG 
C T AC TTC AG AC AACCAC AAG G ATG ACTG 

FIG. 19C 



ATGT AG AC AG AAAT GGC ACC AC TGC TT ATG AAGG AAAC TGG AACCC AG AAGC AC AC CC TCCCC TC AT TC ACC ATG AGC ATC ATG AG 
GAAGAAGAGACCCCACATTCTACAAGCACAA 



FIG. 19D 
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TCCAGGCAACTCCTAGTAGTACAACGGAAGAAACAGCTACCC^VGAAGGAACAGTGGTTTGGCAACAGATGGCATGAGGGATATCGC 
CAAACACCCAGAGAAGACTCCCATTCGACAACAGGGACAGCTG 



FIG. 19E 



CAGCCTCAGCTCATACCAGCCATCCAATGCAAGGAAGGACAACACCAAGCCCAGAGGACAGTTCCTGGACTGATTTCTTCAACCCA 
ATCTCACACCCCATGGGACGAGGTCATCAAGCAGGAAGAAGGATGG 



FIG. 19F 



ATATGGACTCCAGTCATAGTACAACGCTTCAGCCTACTGCAAATCCAAACACAGGTTTGGTGGAAAATTTGGACAGGACAGGACCT 
CTTTCAATGACAACGC 



FIG. 19G 



AGCAGAGTAATTCTCAGAGCTTCTCTACATCACATGAAGGCTTGGAAGAAGATAAAGACCATCCAACAACTTCTACTCTGACATCA 
AGCA 



FIG. 19H 



AT AGG AATGATGTC AC AGGT GG AAG AAG AG ACCC AAAT C ATTCTG AAGGC TC AACT AC TTT ACT GG AAGGT T AT AC CTC TC ATT AC 
CCACACACGAAGGAAAGCAGGACCTTCATCCCAGTGACCTCAGCTAAGACTGGGTCCTTTGGAGTTACTGCAGTTACTGTTGGAGA 

TTCCAACTCTAATGTCAATCGTTCCTTATCAG 



FIG. 191 
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Sequences of GPR49 

A) Nucleic sequence 6PR49 mRNA sequence: 

>gi | 4504378 | ref | NM_003667 . 1 1 Homo sapiens G protein-coupled receptor 49 
(GPR4 9), mRNA 

ATGGACACCTCCCGGCTCGGTGTGCTCCTGTCCTTGCCTGTGCTGCTGCAGCTGGCGACCGGGGGCAGCTC 

TCCCAGGTCTGGTGTGTTGCTGAGGGGCTGCCCCACACACTGTCATTGCGAGCCCGACGGCAGGATGTTGC 

TCAGGGTGGACTGCTCCGACCTGGGGCTCTCGGAGCTGCCTTCCAACCTCAGCGTCTTCACCTCCTACCTA 

GACCTCAGTATGAACAACATCAGTCAGCTGCTCCCGAATCCCCTGCCCAGTCTCCGCTTCCTGGAGGAGTT 

ACGTCTTGCGGGAAACGCTCTGACATACATTCCCAAGGGAGCATTCACTGGCCTTTACAGTCTTAAAGTTC 

TTATGCTGCAGAATAATCAGCTAAGACACGTACCCACAGAAGCTCTGCAGAATTTGCGAAGCCTTCAATCC 

CTGCGTCTGGATGCTAACCACATCAGCTATGTGCCCCCAAGCTGTTTCAGTGGCCTGCATTCCCTGAGGCA 

CCTGTGGCTGGATGACAATGCGTTAACAGAAATCCCCGTCCAGGCTTTTAGAAGTTTATCGGCATTGCAAG 

CCATGACCTTGGCCCTGAACAAAATACACCACATACCAGACTATGCCTTTGGAAACCTCTCCAGCTTGGTA 

GTTCTACATCTCCATAACAATAGAATCCACTCCCTGGGAAAGAAATGCTTTGATGGGCTCCACAGCCTAGA 

GACTTTAGATTTAAATTACAATAACCTTGATGAATTCCCCACTGCAATTAGGACACTCTCCAACCTTAAAG 

AACTAGGATTTCATAGCAACAATATCAGGTCGATACCTGAGAAAGCATTTGTAGGCAACCCTTCTCTTATT 

ACAATACATTTCTATGACAATCCCATCCAATTTGTTGGGAGATCTGCTTTTCAACATTTACCTGAACTAAG 

AACACTGACTCTGAATGGTGCCTCACAAATAACTGAATTTCCTGATTTAACTGGAACTGCAAACCTGGAGA 

GTCTGACTTTAACTGGAGCACAGATCTCATCTCTTCCTCAAACCGTCTGCAATCAGTTACCTAATCTCCAA 

GTGCTAGATCTGTCTTACAACCTATTAGAAGATTTACCCAGTTTTTCAGTCTGCCAAAAGCTTCAGAAAAT 

TGACCTAAGACATAATGAAATCTACGAAATTAAAGTTGACACTTTCCAGCAGTTGCTTAGCCTCCGATCGC 

TGAATTTGGCTTGGAACAAAATTGCTATTATTCACCCCAATGCATTTTCCACTTTGCCATCCCTAATAAAG 

CTGGACCTATCGTCCAACCTCCTGTCGTCTTTTCCTATAACTGGGTTACATGGTTTAACTCACTTAAAATT 

AACAGGAAATCATGCCTTACAGAGCTTGATATCATCTGAAAACTTTCCAGAACTCAAGGTTATAGAAATGC 

CTTATGCTTACCAGTGCTGTGCATTTGGAGTGTGTGAGAATGCCTATAAGATTTCTAATCAATGGAATAAA 

GGTGACAACAGCAGTATGGACGACCTTCATAAGAAAGATGCTGGAATGTTTCAGGCTCAAGATGAACGTGA 

CCTTGAAGATTTCCTGCTTGACTTTGAGGAAGACCTGAAAGCCCTTCATTCAGTGCAGTGTTCACCTTCCC 

CAGGCCCCTTCAAACCCTGTGAACACCTGCTTGATGGCTGGCTGATCAGAATTGGAGTGTGGACCATAGCA 

GTTCTGGCACTTACTTGTAATGCTTTGGTGACTTCAACAGTTTTCAGATCCCCTCTGTACATTTCCCCCAT 

TAAACTGTTAATTGGGGTCATCGCAGCAGTGAACATGCTCACGGGAGTCTCCAGTGCCGTGCTGGCTGGTG 

TGGATGCGTTCACTTTTGGCAGCTTTGCACGACATGGTGCCTGGTGGGAGAATGGGGTTGGTTGCCATGTC 

ATTGGTTTTTTGTCCATTTTTGCTTCAGAATCATCTGTTTTCCTGCTTACTCTGGCAGCCCTGGAGCGTGG 

GTTCTCTGTGAAATATTCTGCAAAATTTGAAACGAAAGCTCCATTTTCTAGCCTGAAAGTAATCATTTTGC 

TCTGTGCCCTGCTGGCCTTGACCATGGCCGCAGTTCCCCTGCTGGGTGGCAGCAAGTATGGCGCCTCCCCT 

CTCTGCCTGCCTTTGCCTTTTGGGGAGCCCAGCACCATGGGCTACATGGTCGCTCTCATCTTGCTCAATTC 

CCTTTGCTTCCTCATGATGACCATTGCCTACACCAAGCTCTACTGCAATTTGGACAAGGGAGACCTGGAGA 

ATATTTGGGACTGCTCTATGGTAAAACACATTGCCCTGTTGCTCTTCACCAACTGCATCCTAAACTGCCCT 

GTGGCTTTCTTGTCCTTCTCCTCTTTAATAAACCTTACATTTATCAGTCCTGAAGTAATTAAGTTTATCCT 

TCTGGTGGTAGTCCCACTTCCTGCATGTCTCAATCCCCTTCTCTACATCTTGTTCAATCCTCACTTTAAGG 

AGGATCTGGTGAGCCTGAGAAAGCAAACCTACGTCTGGACAAGATCAAAACACCCAAGCTTGATGTCAATT 

AACTCTGATGATGTCGAAAAACAGTCCTGTGACTCAACTCAAGCCTTGGTAACCTTTACCAGCTCCAGCAT 

CACTTATGACCTGCCTCCCAGTTCCGTGCCATCACCAGCTTATCCAGTGACTGAGAGCTGCCATCTTTCCT 

CTGTGGCATTTGTCCCATGTCTCTAA (SEQ ID No. 3) 
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B) Protexc sequence 

>gi 14504379 | ref|NP_003658. 1| (NM_003667) G protein-coupled receptor 
49; G protein-coupled receptor 67; orphan G protein-coupled receptor 
HG38 [Homo sapiens] 

MDTSRLGVLLSLPVLLQLATGGSSPRSGVLLRGCPTHCHCEPDGRMLLRVDCSDLGLSELPSNLSVFTS 
YLDLSMNNISQLLPNPLPSLRFLEELRLAGNALTYIPKGAFTGLYSLKVLMLQNNQLRHVPTEALQNLR 
SLQSLRLDANHI S YVPPSCFSGLHSLRHLWLDDNALTEI PVQAFRSLSALQAMTLALNKI HHI PDYAFG 
NLSSLWLHLHNNRIHSLGKKCFDGLHSLETLDLNYNNLDEFPTAIRTLSNLKELGFHSNNIRSIPEKA 
FVGNPSLITIHFYDNPIQFVGRSAFQHLPELRTLTLNGASQITEFPDLTGTANLESLTLTGAQISSLPQ 
TVCNQLPNLQVLDLSYNLLEDLPSFSVCQKLQKIDLRHNEIYEIKVDTFQQLLSLRSLNLAWNKIAIIH 
PNAFSTLPSLIKLDLSSNLLSSFPITGLHGLTHLKLTGNHALQSLISSENFPELKVIEMPYAYQCCAFG 
VCENAYKISNQWNKGDNSSMDDLHKKDAGMFQAQDERDLEDFLLDFEEDLKALHSVQCSPSPGPFKPCE 
HLLDGWLIRIGVWTIAVLALTCNALVTSTVFRSPLYISPIKLLIGVIAAVNMLTGVSSAVLAGVDAFTF 
GSFARHGAWWENGVGCHVIGFLSIFASESSVFLLTLAALERGFSVKYSAKFETKAPFSSLKVIILLCAL 
LALTMLkAVPLLGGSKYGASPLCLPLPFGEPSTMGYM^ 

WDCSMVKHIALLLFTNCILNCPVAFLSFSSLINLTFISPEVIKFILLVWPLPACLNPLLYILFNPHFK 
EDLVSLRKQTYVWTRSKHPSLMSINSDDVEKQSCDSTQALVTFTSSSITYDLPPSSVPSPAYPVTESCH 
LSSVAFVPCL (SEQ ID No. 4) 
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EPHB4 sequence: 

A) Nucleic sequence 

>gi| 17975769 |ref|NM_004444. 21 Homo sapiens EphB4 (EPHB4) , mRNA 

CGTCCACCCGCCCAGGGAGAGTCAGACCTGGGGGGGCGAGGGCCCCCCAAACTCAGT 

TCGGATCCTACCCGAGTGAGGCGGCGCCATGGAGCTCCGGGTGCTGCTCTGCTGGGC 

TTCGTTGGCCGCAGCTTTGGAAGAGACCCTGCTGAACACAAAATTGGAAACTGCTGA 

TCTGAAGTGGGTGACATTCCCTCAGGTGGACGGGCAGTGGGAGGAACTGAGCGGCCT 

GGATGAGGAACAGCACAGCGTGCGCACCTACGAAGTGTGTGAAGTGCAGCGTGCCCC 

GGGCCAGGCCCACTGGCTTCGCACAGGTTGGGTCCCACGGCGGGGCGCCGTCCACGT 

GTACGCCACGCTGCGCTTCACCATGCTCGAGTGCCTGTCCCTGCCTCGGGCTGGGCG 

CTCCTGCAAGGAGACCTTCACCGTCTTCTACTATGAGAGCGATGCGGACACGGCCAC 

GGCCCTCACGCCAGCCTGGATGGAGAACCCCTACATCAAGGTGGACACGGTGGCCGC 

GGAGCATCTCACCCGGAAGCGCCCTGGGGCCGAGGCCACCGGGAAGGTGAATGTCAA 

GACGCTGCGTCTGGGACCGCTCAGCAAGGCTGGCTTCTACCTGGCCTTCCAGGACCA 

GGGTGCCTGCATGGCCCTGCTATCCCTGCACCTCTTCTACAAAAAGTGCGCCCAGCT 

GACTGTGAACCTGACTCGATTCCCGGAGACTGTGCCTCGGGAGCTGGTTGTGCCCGT 

GGCCGGTAGCTGCGTGGTGGATGCCGTCCCCGCCCCTGGCCCCAGCCCCAGCCTCTA 

CTGCCGTGAGGATGGCCAGTGGGCCGAACAGCCGGTCACGGGCTGCAGCTGTGCTCC 

GGGGTTCGAGGCAGCTGAGGGGAACACCAAGTGCCGAGCCTGTGCCCAGGGCACCTT 

CAAGCCCCTGTCAGGAGAAGGGTCCTGCCAGCCATGCCCAGCCAATAGCCACTCTAA 

CACCATTGGATCAGCCGTCTGCCAGTGCCGCGTCGGGTACTTCCGGGCACGCACAGA 

CCCCCGGGGTGCACCCTGCACCACCCCTCCTTCGGCTCCGCGGAGCGTGGTTTCCCG 

CCTGAACGGCTCCTCCCTGCACCTGGAATGGAGTGCCCCCCTGGAGTCTGGTGGCCG 

AGAGGACCTCACCTACGCCCTCCGCTGCCGGGAGTGCCGACCCGGAGGCTCCTGTGC 

GCCCTGCGGGGGAGACCTGACTTTTGACCCCGGCCCCCGGGACCTGGTGGAGCCCTG 

GGTGGTGGTTCGAGGGCTACGTCCGGACTTCACCTATACCTTTGAGGTCACTGCATT 

GAACGGGGTATCCTCCTTAGCCACGGGGCCCGTCCCATTTGAGCCTGTCAATGTCAC 

CACTGACCGAGAGGTACCTCCTGCAGTGTCTGACATCCGGGTGACGCGGTCCTCACC 

CAGCAGCTTGAGCCTGGCCTGGGCTGTTCCCCGGGCACCCAGTGGGGCGTGGCTGGA 

CTACGAGGTCAAATACCATGAGAAGGGCGCCGAGGGTCCCAGCAGCGTGCGGTTCCT 

GAAGACGTCAGAAAACCGGGCAGAGCTGCGGGGGCTGAAGCGGGGAGCCAGCTACCT 

GGTGCAGGTACGGGCGCGCTCTGAGGCCGGCTACGGGCCCTTCGGCCAGGAACATCA 

CAGCCAGACCCAACTGGATGAGAGCGAGGGCTGGCGGGAGCAGCTGGCCCTGATTGC 

GGGCACGGCAGTCGTGGGTGTGGTCCTGGTCCTGGTGGTCATTGTGGTCGCAGTTCT 

CTGCCTCAGGAAGCAGAGCAATGGGAGAGAAGCAGAATATTCGGACAAACACGGACA 

GTATCTCATCGGACATGGTACTAAGGTCTACATCGACCCCTTCACTTATGAAGACCC 

TAATGAGGCTGTGAGGGAATTTGCAAAAGAGATCGATGTCTCCTACGTCAAGATTGA 

AGAGGTGATTGGTGCAGGTGAGTTTGGCGAGGTGTGCCGGGGGCGGCTCAAGGCCCC 

AGGGAAGAAGGAGAGCTGTGTGGCAATCAAGACCCTGAAGGGTGGCTACACGGAGCG 

GCAGCGGCGTGAGTTTCTGAGCGAGGCCTCCATCATGGGCCAGTTCGAGCACCCCAA 

TATCATCCGCCTGGAGGGCGTGGTCACCAACAGCATGCCCGTCATGATTCTCACAGA 

GTTCATGGAGAACGGCGCCCTGGACTCCTTCCTGCGGCTAAACGACGGACAGTTCAC 

AGTCATCCAGCTCGTGGGCATGCTGCGGGGCATCGCCTCGGGCATGCGGTACCTTGC 

CGAGATGAGCTACGTCCACCGAGACCTGGCTGCTCGCAACATCCTAGTCAACAGCAA 



FIG. 21 A 



SUBSTITUTE SHEET (RULE 26) 



10/520712 



WO 2004/005457 PCT/EP2003/007399 

33/37 



CCTCGTCTGCAAAGTGTCTGACTTTGGCCTTTCCCGATTCCTGGAGGAGAACTCTTC 

CGATCCCACCTACACGAGCTCCCTGGGAGGAAAGATTCCCATCCGATGGACTGCCCC 

GGAGGCCATTGCCTTCCGGAAGTTCACTTCCGCCAGTGATGCCTGGAGTTACGGGAT 

TGTGATGTGGGAGGTGATGTCATTTGGGGAGAGGCCGTACTGGGACATGAGCAATCA 

GGACGTGATCAATGCCATTGAACAGGACTACCGGCTGCCCCCGCCCCCAGACTGTCC 

CACCTCCCTCCACCAGCTCATGCTGGACTGTTGGCAGAAAGACCGGAATGCCCGGCC 

CCGCTTCCCCCAGGTGGTCAGCGCCCTGGACAAGATGATCCGGAACCCCGCCAGCCT 

CAAAATCGTGGCCCGGGAGAATGGCGGGGCCTCACACCCTCTCCTGGACCAGCGGCA 

GCCTCACTACTCAGCTTTTGGCTCTGTGGGCGAGTGGCTTCGGGCCATCAAAATGGG 

AAGATACGAAGAAAGTTTCGCAGCCGCTGGCTTTGGCTCCTTCGAGCTGGTCAGCCA 

GATCTCTGCTGAGGACCTGCTCCGAATCGGAGTCACTCTGGCGGGACACCAGAAGAA 

AATCTTGGCCAGTGTCCAGCACATGAAGTCCCAGGCCAAGCCGGGACCCCGGGTGGG 

ACAGGAGGACCGGCCCCGCAGTACTGACCTGCAGGAACTCCCCACCCCAGGGACACC 

GCCTCCCCATTTTCCGGGGCAGAGTGGGGACTCACAGAGGCCCCCAGCCCTGTGCCC 

CGCTGGATTGCACTTTGAGCCCGTGGGGTGAGGAGTTGGCAATTTGGAGAGACAGGA 

TTTGGGGGTTCTGCCATAATAGGAGGGGAAAATCACCCCCCAGCCACCTCGGGGAAC 

TCCAGACCAAGGGTGAGGGCGCCTTTCCCTCAGGACTGGGTGTGACCAGAGGAAAAG 

GAAGTGCCCAACATCTCCCAGCCTCCCCAGGTGCCCCCCTCACCTTGATGGGTGCGT 

TCCCGCAGACCAAAGAGAGTGTGACTCCCTTGCCAGCTCCAGAGTGGGGGGGCTGTC 

CCAGGGGGCAAGAAGGGGTGTCAGGGCCCAGTGACAAAATCATTGGGGTTTGTAGTC 

CCAACTTGCTGCTGTCACCACCAAACTCAATCATTTTTTTCCCTTGTAAATGCCCCT 

CCCCCAGCTGCTGCCTTCATATTGAAGGTTTTTGAGTTTTGTTTTTGGTCTTAATTT 

TTCTCCCCGTTCCCTTTTTGTTTCTTCGTTTTGTTTTTCTACCGTCCTTGTCATAAC 

TTTGTGTTGGAGGGAACCTGTTTCACTATGGCCTCCTTTGCCCAAGTTGAAACAGGG 

GCCCATCATCATGTCTGTTTCCAGAACAGTGCCTTGGTCATCCCACATCCCCGGACC 

CCGCCTGGGACCCCCAAGCTGTGTCCTATGAAGGGGTGTGGGGTGAGGTAGTGAAAA 

GGGCGGTAGTTGGTGGTGGAACCCAGAAACGGACGCCGGTGCTTGGAGGGGTTCTTA 

AATTATATTTAAAAAAGTAACTTTTTGTATAAATAAAAGAAAATGGGACGTGTCCCA 

GCTCCAGGGGT (SEQ ID No. 5) 



FIG. 2 IB 
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B) Proteic sequence 

>gi | 17975770 | ref |NP_004435 . 2 | (NM_004444) ephrin receptor EphB4 
precursor. Ephrin receptor EphB4 (hepatoma transmembrane kinase) ; 
Tyrol 1; ephrin receptor EphB4; hepatoma transmembrane kinase [Homo 
sapiens] 

MELRVLLCWASLAAALEETLLNTKLETADLKWVTFPQVDGQWEELSGLDEEQHSVRTYEVCEVQRAPGQAH 

WLRTGWVPRRGAVHVYATLRFTMLECLSLPRAGRSCKETFTVFYYESDADTATALTPAWMENPYIKVDTVA 

AEHLTRKRPGAEATGKVNVKTLRLGPLSKAGFYLAFQDQGACMALLSLHLFYKKCAQLTVNLTRFPETVPR 

ELWPVAGSCWDAVPAPGPSPSLYCREDGQWAEQPVTGCSCAPGFEAAEGNTKCRACAQGTFKPLSGEGS 

CQPCPANSHSNTIGSAVCQCRVGYFRARTDPRGAPCTTPPSAPRSWSRLNGSSLHLEWSAPLESGGREDL 

TYALRCRECRPGGSCAPCGGDLTFDPGPRDLVEPWVWRGLRPDFTYTFEVTALNGVSSLATGPVPFEPVN 

VTTDREVPPAVSDIRVTRSSPSSLSLAWAVPRAPSGAWLDYEVKYHEKGAEGPSSVRFLKTSENRAELRGL 

KRGASYLVQVRARSEAGYGPFGQEHHSQTQLDESEGWREQLALIAGTAWGWLVLWIWAVLCLRKQSN 

GREAEYS DKHGQ YL I GHGTKVY I DPFT YE DPNEAVREFAKE I DVS YVKI EEVI GAGEFGE VCRGRLKAPGK 

KESCVAIKTLKGGYTERQRREFLSEASIMGQFEHPNIIRLEGWTNSMPVMILTEFMENGALDSFLRLNDG 

QFTVIQLVGMLRGIASGMRYLAEMSYVHRDLAARNILVNSNLVCKVSDFGLSRFLEENSSDPTYTSSLGGK 

IPIRWTAPEAIAFRKFTSAS DAWS YGIVMWE VMS FGERPYWDMSNQDVINAIEQDYRLPPPPDCPTSLHQL 

MLDCWQKDRNARPRFPQWSALDKMIRNPASLKIVARENGGASHPLLDQRQPHYSAFGSVGEWLRAIKMGR 

YEESFAAAGFGSFELVSQISAEDLLRIGVTLAGHQKKII.ASVQHMKSQAKPGTPGGTGGPAPQY (SEQ 

ID No. 6) 
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GPX2 Sequence 



A) Nucleic sequence 

>gi | 4504102 | ref |NM_002083 . 1 | Homo sapiens glutathione peroxidase 2 
(gastrointestinal) (GPX2) , mRNA 

CGGCCTCTCTGCGGGGCTCACTCTGCGCTTCACCATGGCTTTCATTGCCAAGTCCTT 

CTATGACCTCAGTGCCATCAGCCTGGATGGGGAGAAGGTAGATTTCAATACGTTCCG 

GGGCAGGGCCGTGCTGATTGAGAATGTGGCTTCGCTCTGAGGCACAACCACCCGGGA 

CTTCACCCAGCTCAACGAGCTGCAATGCCGCTTTCCCAGGCGCCTGGTGGTCCTTGG 

CTTCCCTTGCAACCAATTTGGACATCAGGAGAACTGTCAGAATGAGGAGATCCTGAA 

CAGTCTCAAGTATGTCCGTCCTGGGGGTGGATACCAGCCCACCTTCACCCTTGTCCA 

AAAATGTGAGGTGAATGGGCAGAACGAGCATCCTGTCTTCGCCTACCTGAAGGACAA 

GCTCCCCTACCCTTATGATGACCCATTTTCCCTCATGACCGATCCCAAGCTCATCAT 

TTGGAGCCCTGTGCGCCGCTCAGATGTGGCCTGGAACTTTGAGAAGTTCCTCATAGG 

GCCGGAGGGAGAGCCCTTCCGACGCTACAGCCGCACCTTCCCAACCATCAACATTGA 

GCCTGACATCAAGCGCCTCCTTAAAGTTGCCATATAGATGTGAACTGCTCAACACAC 

AGATCTCCTACTCCATCCAGTCCTGAGGAGCCTTAGGATGCAGCATGCCTTCAGGAG 

ACACTGCTGGACCTCAGCATTCCCTTGATATCAGTCCCCTTCACTGCAGAGCCTTGC 

CTTTCCCCTCTGCCTGTTTCCTTTTCCTCTCCCAACCCTCTGGTTGGTGATTCAACT 

TGGGCTCCAAGACTTGGGTAAGCTCTGGGCCTTCACAGAATGATGGCACCTTCCTAA 

ACCCTCATGGGTGGTGTCTGAGAGGCGTGAAGGGCCTGGAGCCACTCTGCTAGAAGA 

GACCAATAAAGGGCAGGTGTGGAAACGGCAAAAAAAAAAAAAAAAAAAAAAAAAAAA 

AA (SEQ ID No. 7) 

FIG. 22A 

B)GPX2 Protein Sequence: 

>gi | 4504103 | ref | NP_002074 . 1 | gastrointestinal glutathione peroxidase 
2 [Homo sapiens] 

MAFIAKSFYDLSAISLDGEKVDFNTFRGRAVLIENVASLXGTTTRDFTQLNELQCRF 
PRRLWLGFPCNQFGHQENCQNEEILNSLKYVRPGGGYQPTFTLVQKCEVNGQNEHP 
VFAYLKDKLPYPYDDPFSLMTDPKLIIWSPVRRSDVAWNFEKFLIGPEGEPFRRYSR 
TFPTINIEPDIKRLLKVAI (SEQ ID No. 8) 

FIG. 22B 
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hRGMR Sequence: 

hCT18626: 

ATGATAAGGAAGAAGAGGAAGCGAAGCGCGCCCCCCGGCCCATGCCGCAGCCACGGGCCCAGACCCGCCACGGCGCCCGCGCCGCC 
GCCCTCGCCGGAGCCCACGAGACCTGCATGGACGGGCATGGGCTTGAGAGCAGCACCTTCCAGCGCCGCCGCTGCCGCCGCCGAGG 
TTGAGCAGCGCCGCCGCCCCGGGCTCTGCCCCCCGCCGCTGGAGCTGCTGCTGCTGCTGCTGTTCAGCCTCGGGCTGCTCCACGCA 
GGTGACTGCCAACAGCCAGCCCAATGTCGAATCCAGAAATGCACCACGGACTTCGTGTCCCTGACTTCTCACCTGAACTCTGCCGT 
TGACGGCTTTGACTCTGAGTTTTGCAAGGCCTTGCGTGCCTATGCTGGCTGCACCCAGCGAACTTCAAAAGCCTGCCGTGGCAACC 
TGGTATACCATTCTGCCGTGTTGGGTATCAGTGACCTCATGAGCCAGAGGAATTGTTCCAAGGATGGACCCACATCCTCTACCAAC 
CCCG7VAGTGACCCATGATCCTTGCAACTATCACAGCCACGCTGGAGCCAGGGAACACAGGAGAGGGGACCAGAACCCTCCCAGTTA 
CCTTTTTTGTGGCTTGTTTGGAGATCCTCACCTCAGAACTTTCAAGGATAACTTCCAAACATGCAAAGTAGAAGGGGCCTGGCCAC 
TCATAGATAATAATTATCTTTCAGTTCAAGTGACAAACGTACCTGTGGTCCCTGGATCCAGTGCTACTGCTACAAATAAGGCAAAG 
GGTTACCCCGTTCTGCTTCCTTCCCATTCTGTTAAACCTTGTACATGCTCCTTCCCACAGATCACTATTATCTTCAAAGCCCACCA 
TGAGTGTACAGATCAGAAAGTCTACCAAGCTGTGACAGATGACCTGCCGGCCGCCTTTGTGGATGGCACCACCAGTGGTGGGGACA 
GCGATGCCAAGAGCCTGCGTATCGTGGAAAGGGAGAGTGGCCACTATGTGGAGATGCACGCCCGCTATATAGGGACCACAGTGTTT 
GTGCGGCAGGTGGGTCGCTACCTGACCCTTGCCATCCGTATGCCTGAAGACCTGGCCATGTCCTACGAGGAGAGCCAGGACCTGCA 
GCTGTGCGTGAACGGCTGCCCCCTGAGTGAACGCATCGATGACGGGCAGGGCCAGGTGTCTGCCATCCTGGGACACAGCCTGCCTC 
GCACCTCCTTGGTGCAGGCCTGGCCTGGCTACACACTGGAGACTGCCAACACTCAATGCCATGAGAAGATGCCAGTGAAGGACATC 
TATTTCCAGTCCTGTGTCTTCGACCTGCTCACCACTGGTGATGCCAACTTTACTGCCGCAGCCCACAGTGCCTTGGAGGATGTGGA 
GGCCCTGCACCCAAGGAAGGAACGCTGGCACATTTTCCCCAGCAGTGGCAATGGGACTCCCCGTGGAGGCAGTGATTTGTCTGTCA 
GTCTAGGACTCACCTGCTTGATCCTTATCGTGTTTTTGTAG 



B. Protein Sequence: 

hCP43057: 

MIRKKRKRSAPPGPCRSHGPRPATAPAPPPSPEPTRPAWTGMGLRAAPSSAAAAAAEVEQRRRPGLCPPPLELLLLLLFSLGLLHA 
GDCQQPAQCRIQKCTTDFVSLTSHLNSAVDGFDSEFCKALRAYAGCTQRTSKACRGNLVYHSAVLGISDLMSQRNCSKDGPTSSTN 
PEVTHDPCNYHSHAGAREHRRGDQNPPSYLFCGLFGDPHLRTFKDNFQTCKVEGAWPLIDNNYLSVQVTNVPWPGSSATATNKAK 
GYPVLLPSHSVKPCTCSFPQITIIFKAHHECTDQKVYQAVTDDLPAAFVDGTTSGGDSDAKSLRIVERESGHYVEMHARYIGTTVF 
VRQVGRYLTLAIRMPEDLAMSYEESQDLQLCVNGCPLSERIDDGQGQVSAILGHSLPRTSLVQAWPGYTLETANTQCHEKMPVKDI 
YFQSCVFDLLTTGDANFTAAAHSALEDVEALHPRKERWHIFPSSGNGTPRGGSDLSVSLGLTCLILIVFI** 





23B 



SUBSTITUTE SHEET (RULE 26) 



10/520712 



WO 2004/005457 



PCT/EP2003/007399 



37/37 



Sequences of Tspan 5: 
A) Nucleic sequence 

>gi|21264582|ref I NM_005723 . 2 | Homo sapiens tetraspan 5 (TM4SF9) , mRNA 

CGCCTTTGCCCGAAGCCCGGGGACGAACCGACGGACCGACCGCCTGGCGCACGGACGCGGGCGCTCGCT 

TTGTGTTCGGGGCTAGCGTCGGCGAGGCTTGAGCTTGCAGCGCGCGGCTTCCCTGCTTTCTCGCGGCCA 

CCCCGGCTCCGGCGGCCTCGGCGCGCGAGGGGCTGGAGGTGCGGGAGCCGCTCTCCGCCGGTCGGTCCC 

CGCGCGGCTGAGCCCAGGCCGCCAGCGCCGCGGCCCCGTGCGGTGTCCCTGAGCTCCTGCTCCCCGCCG 

GGCTGCTCCGAGCAACGGTGCTTCGGAGCTCCAAACTCGGGCTGCCGGGGCAAGTGTCTTCATGAACCC 

AGAGGATGTCCGGGAAGCACTACAAGGGTCCTGAAGTCAGTTGTTGCATCAAATACTTCATATTTGGCT 

TCAATGTCATATTTTGGTTTTTGGGAATAACATTTCTTGGAATTGGACTGTGGGCATGGAATGAAAAAG 

GAGTTCTGTCCAACATCTCTTCCATCACCGATCTCGGCGGCTTTGACCCAGTTTGGCTCTTCCTTGTGG 

TGGGAGGAGTGATGTTCATTTTGGGATTTGCAGGGTGCATTGGAGCGCTACGGGAAAACACTTTCCTTC 

TCAAGTTTTTTTCTGTGTTCCTGGGAATTATTTTCTTCCTGGAGCTCACTGCCGGAGTTCTAGCATTTG 

TTTTCAAAGACTGGATCAAAGACCAGCTGTATTTCTTTATAAACAACAACATCAGAGCATATCGGGATG 

ACATTGATTTGCAAAACCTCATAGACTTCACCCAGGAATATTGGCAGTGCTGTGGGGCTTTTGGAGCTG 

ATGATTGGAACCTAAATATTTACTTCAATTGCACAGATTCCAATGCAAGTCGAGAGCGATGTGGCGTTC 

CATTCTCCTGCTGCACTAAAGATCCCGCAGAAGATGTCATCAACACTCAGTGTGGCTATGATGCCAGGC 

AAAAACCAGAAGTTGACCAGCAGATTGTAATCTACACGAAAGGCTGTGTGCCCCAGTTTGAGAAGTGGT 

TGCAGGACAATTTAACCATCGTTGCTGGTATTTTCATAGGCATTGCATTGCTGCAGATATTTGGGATAT 

GCCTGGCCCAGAATTTGGTTAGCGATATCGAAGCTGTCAGGGCGAGCTGGTAGACCCCCTGCAACCGCT 

GCTGCAAGACACTGGACAGACCCAGCTTTCGGGACCCTCCCGCGTGCCGAACTGATCTTCGAGCTGCAT 

GGACCTAATCACAGATGCAGCCTGCAGTCTCGCCTAATGGAGCTGCCATTAGGGGAGTGTAAAACTGGG 

AAATGCTGCTCACTGACAGAATTAAAAAAAAAAATAACCAGTATGAAAGTCGTTGCGCCGTGAATCTCT 

ACTGTAGCCATGAATTTATGGACAGTTAGATGCTTACCAAAAAAGAAAAAAAA (SEQ ID No. 11) 



>gi | 21264583 | ref | NP_005714 . 2 | (NM_005723) tetraspan 5; tetraspan 
TM4SF; tetraspan NET-4; transmembrane 4 superfamily member 9; 
transmembrane 4 superfamily, member 8; tetraspanin 5 [Homo sapiens] 
MSGKHYKGPEVSCCIKYFIFGFNVIFWFLGITFLGIGLWAWNEKGVLSNISSITDLGGFDPVWLFLVVG 
GVMFILGFAGCIGALRENTFLLKFFSVFLGIIFFLELTAGVLAFVFKDWIKDQLYFFINNNIRAYRDDI 
DLQNLIDFTQEYWQCCGAFGADDWNLNIYFNCTDSNASRERCGVPFSCCTKDPAEDVINTQCGYDARQK 
PEVDQQIVIYTKGCVPQFEKWLQDNLTIVAGIFIGIALLQIFGICLAQNLVSDIEAVRASW (SEQ ID 

No. 12) 



FIG. 24A 



B) Protein Sequence of Tspan5: 
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